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3.0 LIST OF ABBREVIATIONS

AE adverse event

ANC absolute neutrophil count

CI confidence interval

CMH Cochran-Mantel-Haenszel

CR complete response 

del deletion

DOR duration of response

ECG electrocardiogram

ECOG Eastern Cooperative Oncology Group

eCRF electronic case report form

EDC electronic data capture

EOT End of Treatment (visit)

FA final analysis

FDA United States Food and Drug Administration

GCP Good Clinical Practice

HR Hazard Ratio

HU health utilization

IA interim analysis

IDMC independent data monitoring committee

IMiD immunomodulatory drug

IMWG International Myeloma Working Group

IRC independent review committee

ITT intent-to-treat

K-M Kaplan-Meier

line of therapy 1or more cycles of a planned treatment program; this may consist of 1 or more 
planned cycles of single-agent therapy or combination therapy, as well as a 
sequence of treatments administered in a planned manner (eg, a planned 
treatment approach of induction therapy followed by autologous SCT, followed 
by maintenance is considered 1 line of therapy).[1]  Typically each line of 
therapy is separated by progressive disease.

MedDRA Medical Dictionary for Regulatory Activities

MID minimally important difference

MM multiple myeloma

MTD Maximum tolerated dose
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NCI National Cancer Institute

NCI CTCAE National Cancer Institute Common Terminology Criteria for Adverse Events

ORR overall response rate

OS overall survival

PD progressive disease (disease progression)

PFS progression-free survival

PK pharmacokinetic(s)

PN peripheral neuropathy

PR partial response 

PRO patient-reported outcome

PSMB1 Proteasome subunit beta type-1

QTc rate-corrected QT interval (millisec) of electrocardiograph

RP2D recommended phase 2 dose

RRMM relapsed and/or refractory multiple myeloma

SAE serious adverse event

SAP statistical analysis plan

sCR stringent complete response

SD stable disease

t translocation

TTP time to progression

VGPR very good partial response

WHO World Health Organization
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relapsed and/or refractory multiple myeloma
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4.0 OBJECTIVES

4.1 Primary Objective

Phase 1

The primary objective of the phase 1 portion of the study is to determine the safety and 
tolerability of TAK-079 monotherapy and when combined with a backbone regimen of PomDex
in patients with RRMM.

Phase 2a

The primary objective of the phase 2a portion of the study is to provide a preliminary evaluation 
of the clinical activity of TAK-079 monotherapy in patients with RRMM.

4.2 Secondary Objectives

Phase 1

The phase 1 secondary objectives are:

 To investigate a potential MTD/RP2D of TAK-079 as a single agent and when added to a 
backbone regimen of PomDex. 

 To evaluate the immunogenicity of TAK-079 as a single agent and when added to a 
backbone regimen of PomDex.

 To characterize the PK of TAK-079 as a single agent and when added to a backbone regimen 
of PomDex.

 To provide a preliminary evaluation of the clinical activity of TAK-079 as a single agent and 
when added to a backbone regimen of PomDex.

Phase 2a

The phase 2a secondary objectives are:

 To further evaluate safety at the MTD/RP2D.

 To provide a preliminary evaluation of time-to-event measures.

 To further evaluate the immunogenicity of TAK-079.

 To further characterize the PK of TAK-079.
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lenalidomide-resistant disease; thus, alternatives to lenalidomide are required in later lines of 
therapy. Pomalidomide with dexamethasone is approved for patients following therapy with
lenalidomide and a proteasome inhibitor; however, the duration of response is short (7.4 months) 
[20]. Evidence is emerging that adding an IV administered anti-CD38 agent to PomDex can help 
prolong response duration [23]. TAK-079, a SC administered anti-CD38 monoclonal antibody, is 
showing early signs of antimyeloma activity as a monotherapy in patients with advanced 
RRMM. Adding TAK-079 to the PomDex backbone could provide benefit to patients both in 
terms of improved antimyeloma activity over each agent alone, and would be more convenient to 
patients as compared with administration of IV administered anti-CD38 agents (ie, a TAK-079, a 
SC agent, added to the all oral PomDex regimen). Hence a new cohort will open to evaluate this 
combination. Information about the dose, safety, and activity of TAK-079 added to a standard 
backbone regimen of PomDex in patients with RRMM who have received at least 2 prior 
therapies and have demonstrated PD on or within 60 days of the completion of the last therapy
will be collected. 

The preliminary efficacy of TAK-079, as monotherapy and when added to PomDex, will be 
evaluated by measuring the ORR, defined as the proportion of patients who achieved a PR or 
better during study, as defined by IMWG (Appendix E; [21,22]). In addition, the efficacy of 
TAK-079 will be assessed by measuring MR, PFS, DOR, and OS; TTR will also be measured. 

Once enrolled into the phase 1 Dose Escalation phase, patients will receive TAK-079 via SC 
administration in each 28 day cycle of treatment, administered as once weekly for 8 weeks (8 
doses), once every 2 weeks for 16 weeks (8 doses), and once every 4 weeks thereafter until PD. 
Patients will receive ongoing treatment with TAK-079 until they experience PD, unacceptable 
toxicities, or withdraw due to other reasons (see Section 6.3). 

In the phase 1 Confirmation Cohort Phase, patients will receive TAK-079 via SC administration 
in each 28-day cycle of treatment, administered at a dose of 300 mg once weekly for 8 weeks (8 
doses), once every 2 weeks for 16 weeks (8 doses), and then once every 4 weeks thereafter until 
PD.

• In this cohort, up to 6 patients that are refractory to an anti-CD38 agent will be enrolled.

• Further in this cohort, approximately 12 patients that have RRMM disease (per prior 
therapy inclusion criteria Section 7.0) and are naïve to an anti-CD38 agent will be enrolled.

In the Combination Cohort, patients will receive TAK-079 via SC administration in each 28-day
cycle of treatment, administered at a dose of 300 mg once weekly for 8 weeks (8 doses), once 
every 2 weeks for 16 weeks (8 doses), and then once every 4 weeks thereafter until PD. PomDex 
will be administered according to the product labeling (Pomalyst UPSI, including Section 14.1).

• In this cohort, up to 6 patients will initially be enrolled. Safety in Cycle 1 will be 
reviewed in accordance with DLT definitions in Section 8.2.

• If 0 of 6 or 1 of 6 patients develop a DLT an additional 12 patients will be tested at the 
initial dose of TAK-079 [6 patients that are naïve to a prior anti-CD38 agent and 6 patients that 
have been exposed to a prior anti-CD38 agent], for an overall total of 18 patients.

• If 2 of 6 patients develop DLTs all available data will be reviewed before making 
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decisions about study conduct (See details in Section 8.5). 

The Confirmation Cohort and the Combination Cohort may start in parallel and will run 
independently. 

All cohorts will consist of the following phases/periods: screening, treatment, and follow-up:

• Screening period (visit 1): Days -21 to Day -1.

• Treatment period (visit 2/ongoing): 

• Original dose Escalation Cohort: once-weekly treatment for 8 doses (Cycles 1 and 2), 
starting on Day 1, followed by treatment once every 2 weeks for 8 doses (Cycles 3-6), followed 
by treatment once every 4 weeks thereafter (Cycle 7 and beyond), continuing until patients 
experience PD, unacceptable toxicities, or withdrawal due to other reasons. 

• Dose Confirmation Cohort: once weekly for 8 weeks in Cycles 1 and 2 (8 doses), once 
every 2 weeks for 16 weeks (8 doses) in Cycles 3 to 6, and once every 4 weeks thereafter (Cycles 
7 and beyond) until PD.

• Combination Cohort: once weekly for 8 weeks in Cycles 1 and 2 (8 doses), once every 2 
weeks for 16 weeks (8 doses) in Cycles 3 to 6, and once every 4 weeks thereafter (Cycles 7 and 
beyond) until PD. PomDex will be administered according to the product labeling (Pomalyst 
UPSI, including Section 14.1 describing dexamethasone dosing).

• Follow-up period (end of treatment [EOT] visit): Patients who discontinue study
treatment will be followed for approximately 30 days after the last dose of study drug or until the 
start of subsequent alternative anticancer therapy to monitor safety/AEs. Patients who 
discontinue treatment for reasons other than PD will continue to be followed for PFS every 4 
weeks from the EOT visit until PD, death, the start of subsequent anticancer therapy, study
termination, or 12 months after discontinuation of study treatment, whichever occurs first. 
Patients who discontinue for PD will be followed for OS after the EOT visit. All patients will be 
followed for OS every 12 weeks until death, loss to follow-up, consent withdrawal, or study
termination.

In phase 1, approximately 6 doses will be evaluated in ascending cohorts of 3 to 6 patients per 
cohort. Cohorts may be expanded by enrolling additional patients to further inform selection of 
the RP2D. Dose selection for phase 2a will take place after review of the available safety,
efficacy, PK,  data obtained from the phase 1 portion of the study.

In the phase 1 dose Confirmatory Cohort, approximately 18 patients will be enrolled at 1 dose 
(300 mg); 12 patients will have been previously treated (see Section 7.0), up to 6 patients will 
have been previously treated and are refractory to an anti-CD38 therapy (see Section 7.0). In the 
Combination Cohort, approximately 18 patients will be enrolled who have received prior therapy 
and have demonstrated PD on or within 60 days of completion of the last therapy, note Section 
7.0.

It is expected that approximately 100 patients will be enrolled in total for the phase 1 cohorts and 
phase 2a combined.
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6.0 DETERMINATION OF SAMPLE SIZE

It is expected that approximately 100 patients will be enrolled in total for phase 1 and 2a 
combined. Once the RP2D is determined in phase 1, approximately 48 patients will be treated in 
phase 2a to provide a preliminary estimate of the ORR in patients with RRMM.

A 3+3 dose escalation schema will be used for dose escalation as described in Section 4 4

A group of 3 to 6 patients will be enrolled in each TAK-079 dose cohort based on safety, 
clinical, PK,  data. Each patient will participate in only 1 dose cohort. The 
actual dose levels may be adjusted based on the observed safety profile. 

Additional patients may be enrolled in a limited cohort expansion to confirm the safety and 
receptor occupancy on tumor cells before the phase 2a of this study is opened to enrollment. In 
the phase 1 dose Confirmatory Cohort, approximately 18 patients will be enrolled at 1 dose and 
schedule: 12 patients with RRMM that is anti-CD38 naive and up to 6 patients with RRMM that 
is refractory to an anti-CD38 therapy. In the Combination Cohort, approximately 18 patients 
with RRMM that has been previously treated with at least 2 prior therapies and that is refractory
to the last therapy will be enrolled. 

In phase 2a, up to a total of 48 patients will be treated to provide a preliminary estimate of the 
ORR in 2 expansion cohorts of patients with RRMM: up to 24 patients with RRMM that is anti-
CD38 naive and up to 24 patients with RRMM that is refractory to an anti-CD38 therapy. Phase 
2a of the study will also provide a more robust estimate of the safety profile to determine 
whether the MTD is appropriate for future studies as the RP2D.

No prospective calculations of statistical power have been made; however, Table 6.a shows the 
width of the 80% CI, based on the observed ORR in a cohort size of 24 patients, for a range of 
observed response rates. 

Table 6.a 80% Confidence Interval Based on the Observed ORR

N = 24 patients.
ORR: overall response rate.
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7.0 METHODS OF ANALYSIS AND PRESENTATION

7.1 General Principles 

All statistical analyses will be conducted using SAS® Version 9.2, or higher.

Where appropriate, variables will be summarized descriptively by study visit. For categorical 
variables, the count and proportions of each possible value will be tabulated by treatment group. 
The denominator for the proportion will be based on the number of subjects who provided non-
missing responses to the categorical variable. For continuous variables, the number of subjects 
with non-missing values, mean, median, standard deviation (SD), minimum, and maximum 
values will be presented by treatment group. For time-to-event data, the Kaplan-Meier survival 
curves and 25th, 50th (median), and 75th percentiles will be provided along with their
confidence intervals (CIs).

Means and medians will be presented to 1 more decimal place than the recorded data. SDs and 
CIs about a parameter estimate will be presented to 2 more decimal places than the recorded 
data.

All confidence intervals, statistical tests, and resulting P-values will be reported as 2-sided and 
will be assessed at α=0.05 significance level unless otherwise stated. P-values will be rounded to 
3 decimal places prior to assessment of statistical significance. 

The summary tables will be presented for each dose cohort, combination cohorts, pooled cohorts 
in phase 1 portion, RP2D cohort, and all patients.  

Baseline values are defined as the last observed value before the first dose of study medication. 

7.1.1 Study Definitions

7.1.2 Definition of Study Days

Study Day 1 is defined as the date on which a subject is administered their first full dose of the 
medication. Other study days are defined relative to Study Day 1 with Day 1 being Study Day 1 
and Day -1 being the day prior to Study Day 1.

7.1.3 Definition of Study Visit Windows

All data will be categorized on the basis of the visit at which they are collected.  Visit
designators are predefined values that appear as part of the visit tab in the electronic case report 
form (eCRF). Summaries will be provided for scheduled visits only.

7.1.4 Conventions for Missing Adverse Event Dates

           Adverse events with start dates that are completely or partially missing will be imputed as 
follows:

 If month and year are known but day is missing 

o If month and year are the same as month and year of 1st dose date, then 1st dose date will 
be imputed.
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o If month and year are different than month and year of 1st dose date, then 1st date of the 
month will be imputed.

 If year is known but day and month are missing 

o If year is same as year of 1st dose date, then 1st dose date will be imputed.

o If year is different than year of 1st dose date, then 1st of January of the year will be 
imputed.

 If all is missing, then 1st dose date will be imputed.

Imputing missing AE start date is mandatory. After imputation, all imputed dates are checked 
against the stop dates to ensure that start dates do not occur after stop dates. If an imputed start date 
occurs after the stop date, then change the imputed start date to be the same as the stop date. 

Adverse events with stop dates that are completely or partially missing will be imputed as follows:

 If “ongoing” is checked, no imputation is necessary.

 If month and year are known but day is missing, the last day of the month will be imputed.

 If year is known, but day and month are missing

o If YYYY < year of last dose, then 31st of December will be imputed.

o If YYYY = year of last dose, then 31st of December will be imputed.

o If YYYY > year of last dose, then 1st of January will be imputed.

 If all are missing, then 31st of December in the year of last dose will be imputed. 

Imputing missing AE stop date is not mandatory if AE is regarded as ongoing. However if it 

is to be done, the rules are outlined above. If subject dies, then use death date for AE stop date. 

After imputation, all imputed dates are checked against start dates to ensure that stop dates do not 
occur before start dates. If an imputed stop date occurs prior to the start date, then change the 
imputed stop date to be the same as the start date. 

7.1.5 Conventions for Missing Concomitant Medication Dates

Subsequent therapies recorded as concomitant medications with missing/partial start dates will 
be imputed as follows:

 When month and year are present and the day of the month is missing, 

o If the month and year of the start date are the same as the month and year of

treatment termination, the day of treatment termination or the day-component of the 

stop date, whichever comes first, is imputed.  
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7.4 Demographic and Other Baseline Characteristics

Demographics

Demographics will be summarized by each dose cohort in a descriptive fashion in the ITT 
population. Demographic data at study entry to be evaluated will include age, sex, race, 
ethnicity, height, weight and ECOG status.

Disease Specific History

Disease specific history will be summarized to include type of immunoglobulin at diagnosis, 
Durie-Salmon stage at diagnosis, International Stage System (ISS) at diagnosis, evidence of lytic 
bone disease and extramedullary disease, prior therapies (number of patients with prior therapy, 
lines of prior therapies,  best hematological response to prior therapy, type of prior therapy in the 
format of therapy contained, number of patients who received anti-CD38 monoclonal antibody 
[e.g., daratumumab, isatuximab] as the last line of prior therapy, number of patients refractory to 
any line of prior therapy, prior radiation site and dose, prior surgery), and months from prior 
diagnosis to the first dose of TAK-079. Disease specific history will be summarized and listed by 
cohorts and for all patients if there is sufficient data for analysis. The months from prior 
diagnosis to the first dose of TAK-079 is calculated by 

first dose date - date of diagnosis 

365.25/12

Disease specific characteristics will be presented in by-patient listings.

Baseline characteristics

Baseline disease characteristics will be summarized by cohorts and for all patients including 
serum M-protein, urine M-protein, serum free light chain, serum free light chain ratio, 2 -

microglobulin and its category (i.e., < 2.5, 2.5-5.5, > 5.5 mg/L), serum creatinine and its 
category, (<=2, >2 mg/dL), calculated creatinine clearance and its category (<30, 30-<60, 60-
<90, >=90 mL/min), serum albumin by category (i.e., <3.5,  >=3.5 g/dL), corrected calcium, 
hemoglobin, platelet count, neutrophil count, LDH and Eastern Cooperative Oncology Group 
(ECOG) performance status. 

Creatinine clearance will be calculated using the Cockcroft-Gault formulas as follows:

For male patients: 

For female patients:

Integer values will be used. 

[mg/dL])creatinine(serum72

weight[kg]Age[yrs])(140
clearancecreatinine






[mg/dL])creatinine(serum72

weight[kg]Age[yrs])(140
85.0clearancecreatinine





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For patients with heavy chain, the patient’s type of myeloma is determined by the combination of 
heavy chain type (IgG, IgA, IgM, IgD, and other) and light chain type (Kappa, Lambda, and 
biclonal). In descriptive summaries, the disease will be categorized by the heavy chain type first, 
then within each of these categories, patients will be further classified according to their light 
chain type. For patients with light chain only, patients will be classified according to their light 
chain type.

Extent of disease and bone marrow cytogenetic results at baseline

The extent of disease at baseline will be summarized including number of patients with a bone 
marrow aspirate, bone marrow aspirate results (% plasma cells), number of patients with a bone 
marrow biopsy, bone marrow biopsy results (% plasma cells, % cellularity, type of cellularity, % 
Kappa/Lambda ratio performed), skeletal survey results (normal, abnormal not clinically 
significant, abnormal clinically significant, and not done) and imaging including magnetic 
resonance imaging (MRI) / computed tomography (CT) results (normal, abnormal not clinically
significant, abnormal clinically significant, and not done), number and percentage of lytic bone 
lesions present,  number of extramedullary plasmacytoma present, size of measurable 
plasmacytoma (longest diameter and longest perpendicular) and site of extramedullary 
plasmacytoma. 

Bone marrow cytogenetic results at baseline from the conventional/karyotype and 
molecular/FISH cytogenetic analyses methods will be displayed. The results will be categorized 
as “Normal”, “Abnormal” and “Indeterminate”. The percentage of each category will be 
summarized.  Abnormal types of interest, including but not limited to, del 13, del 17, t(4;14), 
t(11;14), t(14;16), -13q, -17p, hyperdiploidy, hypodiploidy and high risk cytogenetics group (del
17, -17p, t(4,14) or t(14,16)), will also be tabulated. 

By-patient listings for these baseline characteristics will also be presented.

7.5 Medical History and Concurrent Medical Conditions

General medical history data including prior therapies, prior radiation, prior surgery and prior 
transplant will be summazied. A by-patient listing will also be presented. 

7.6 Medication History and Concomitant Medications

Concomitant medications will be coded by generic term using the World Health Organization 
(WHO) Drug Dictionary.  The number and percentage of patients taking concomitant 
medications will be tabulated by WHO drug generic term from the first dose of study treatment 
through 30 days after the last dose of study medication. Concomitant procedures will not be 
coded.

Concomitant medications and procedures will be presented in by-patient listings and summazied 
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Medical History and Concurrent Medical Conditions
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7.7 Study Drug Exposure and Compliance

A patient will be considered as treated in a cycle as long as this patient received any amount of
study drug in that cycle. A treatment cycle is defined as a cycle in which the patient received any 
amount of study drug. 

Relative dose intensity is defined as 100*(dose intensity (mg/week)/ planned dose intensity 
(mg/week)), where dose intensity is defined as (total amount of dose taken (mg) / treatment 
duration (weeks)) and planned dose intensity = (total planned amount of dose taken (mg) / 
planned treatment duration (weeks)). An RDI of 100% indicates that the drug was administered 
at the right dose within the planned timeframe (e.g. every 28 days). 

The exposure to study drug will be summarized including the extent of exposure in days, number 
of cycles, total amount of dose taken (in mg), total number of doses taken, number and 
percentages of patients by treatment cycles, and relative dose intensity. Aggregate summary of
numbers and percentages of patients who had 1-6, 7-12, and ≥13 treatment cycles will also be 
presented in the same table. Test dose will be excluded from exposure calculations and 
summaries.

The number of patients with 100% relative dose intensity, 80% to < 100%, 50% to <80%, and 
<50% will be summarized by dose level and for all patients. 

All the summazied tables will be presented by TAK-079, Pomalidomide and Dexamethasone 
separately. Dosing data will also be presented in a by-patient listing.

7.8 Efficacy Analysis

All available efficacy data will be included in data listings and tabulated by each dose cohort, 
combination cohorts, pooled cohorts in phase 1 portion, RP2D cohort, and all patients. Data that 
are potentially spurious or erroneous will be examined according to standard data management 
operating procedures. In general, missing data will be treated as missing, and no data imputation 
will be applied, unless otherwise specified. 

Response will be assessed according to the International Myeloma Working Group (IMWG)
criteria for all patients. Best M-Protein Response to Treatment is defined as the percent change
from baseline to best (lowest) value post-baseline in serum M-protein for subjects with
measurable serum M-protein at baseline; for subjects with non-measurable serum M-protein but
measurable urine M-protein, it is the percent change from baseline to best (lowest) value post-
baseline in urine M-protein. Best M-Protein Response to Treatment will be tabulated by
categories of % reduction (e.g., 100 % reduction, >=90% reduction, >=50% reduction, 90%-
100% reduction, 75-90% reduction, 50%-75% reduction, 25%-50% reduction, <25% Reduction 
to <25% Increase, >=25% Increase). No Post-Baseline Assessment of Measurable M-Protein will
also be tabulated.

Overall Response Rate

The ORR is defined as the proportion of patients who achieved a confirmed PR or better during 
study per investigator assessment; sCR, CR, VGPR, and PR as defined by IMWG Uniform 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

eceived any 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

eceived any 

anned dose intensit

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

anned dose intensity 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

y 
is defined as (total amount of dose taken (mg) / treatment 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

is defined as (total amount of dose taken (mg) / treatment 
 dose taken (mg) / 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 dose taken (mg) / 
An RDI of 100% indicates that the drug was administered 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

An RDI of 100% indicates that the drug was administered 

extent of exposure in days, 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

extent of exposure in days, 
 dose taken (in mg), total number of doses taken, number and 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 dose taken (in mg), total number of doses taken, number and 
ent cycles, and relative dose intensit

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

ent cycles, and relative dose intensity.

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

y. A

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 A
≥13 treatment cy

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

≥13 treatment cy
presented in the same table. Test dose will be excluded fro

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

presented in the same table. Test dose will be excluded from 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

m exposure cal

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

exposure cal

ative dose intensit

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

ative dose intensity,

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

y, 80% to < 100%, 50% to <80

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 80% to < 100%, 50% to <80
<50% will be summarized by dose level and for all patients. 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

<50% will be summarized by dose level and for all patients. 

All the summazied tables will be presented by

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

All the summazied tables will be presented by TAK

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 TAKAll the summazied tables will be presented by TAKAll the summazied tables will be presented by

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

All the summazied tables will be presented by TAKAll the summazied tables will be presented by
Dosing data will also be presented in a by-

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

Dosing data will also be presented in a by-

available efficacy data will be included in data list

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

available efficacy data will be included in data list
n cohorts, pooled cohorts in phase 1 portion, RP2D cohort, and all pat

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

n cohorts, pooled cohorts in phase 1 portion, RP2D cohort, and all pat
tially spurious or erroneous will be examined accordi

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

tially spurious or erroneous will be examined accordi
operating procedures. In general, missing data will be treated as missing, and no data imputation 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

operating procedures. In general, missing data will be treated as missing, and no data imputation 
will be applied, unless otherwise specified. 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

will be applied, unless otherwise specified. 

Response will be assessed according to the International Myelo

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

Response will be assessed according to the International Myelo
teria for all pat

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

teria for all patie

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

ient

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

nt
baseline to best (lowest) value post

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

baseline to best (lowest) value post

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

measurable serum M

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

measurable serum M
measurable urine M

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

measurable urine M
aseline in

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

aseline in
categori

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

categori
100% reduction, 75

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

100% reduction, 75
to <25% Increase, >=25% Increase

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

to <25% Increase, >=25% Increase



TAK-079
Study No. TAK-079-1501 Page 21 of 28
Statistical Analysis Plan 11 January 2021

Response Criteria [1]. The ORR is determined from the start of the study treatment until the end 
of treatment, taking into account any requirement for confirmation. To calculate the confirmed 
response, 1 visit after end of treatment (EOT) is used to confirm the assessment at EOT. ORR 
will be summarized by frequencies and percentages.

Duration of Response (DOR)

Duration of response is defined as the time from the date of first documentation of a confirmed 
PR or better to the date of first documentation of PD for responders. Responders without 
documentation of PD will be censored at the date of their last response assessment that is SD or 
better and prior to initiation of alternative therapy. 

Progression Free Survival (PFS)

PFS is defined as the time from the date of first dose until the sooner of the date of PD, defined 
by IMWG criteria, or the date of death due to any cause. Patients without documentation of PD 
or death will be censored at the date of the last response assessment that is SD or better prior to 
the date of initiation of alternative therapy. Patients with no response assessment will be 
censored at the date of first dose. 

Overall Survival (OS)

OS is defined as the date of first dose to the date of death due to any cause. Patients without 
documentation of death at the time of analysis will be censored at the date last known to be alive.

Time to Response (TTR)

Time to response is defined as the time from first dose to the date of first documentation of 
response (PR or better).

Time to Best Response

Time to response is defined as the time from first dose to the date of first instance of confirmed 
best response.

Time to Progression (TTP)

TTP is defined as the time from first dose to time of progressive disease.

In general, time-to-event data will be summarized by 25th, 50th (median), and 75th percentiles 
with associated 2-sided 95% confidence intervals, as well as the KM estimate at 6, 9, 12, 18 and 
24 months. In addition, the percent of censored observations with reasons will also be 
summarized.

The response rates, DOR, time to response, and time to best response will be analyzed based on 
Response-Evaluable analysis sets. PFS and OS will be analyzed based on safety analysis sets. 
Time-to-event endpoints will be analyzed using standard survival analysis techniques based on 
Kaplan-Meier estimates. 
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7.10 Other Outcomes

7.10.1 Immunogenicity Analyses

The proportion of subjects with positive ADA (transient and persistent) during the study will be 
summarized. The proportion of patients in phase 2a with positive neutralizing ADA during the 
study may be summarized. The effect of immunogenicity on PK, safety, and efficacy will be 
examined. NABs may also be assessed in patients.

The immunogenicity of TAK-079 will be assessed by determining anti–TAK-079 antibody
incidence and characteristics (eg, titer, transiently, and persistently ADA, and possibly 
neutralizing activity). Analysis will be based on available data from patients with a baseline 
assessment and at least 1 post-baseline immunogenicity assessment (from the immunogenicity 
analysis set). Summaries will be provided separately for each study phase and by dose, as 
applicable. The incidence of immunogenicity will be calculated. The impact of anti–TAK-079
antibodies on the PK profile, drug efficacy, and clinical safety will be evaluated, if possible. 
These analyses will be exploratory in nature, and all results will be descriptive in nature. 

7.11 Safety Analysis

7.11.1 Adverse Events

Adverse events

Adverse events will be coded using the Medical Dictionary for Regulatory Activities 
(MedDRA). AEs will be reported from the first dose of study drug through 30 days after 
administration of the last dose of study drug. Treatment-emergent is defined as any AE that 
occurs after administration of the first dose of any study treatment through 30 days after the last 
dose of any study treatment. 

All AEs will be presented in a by-patient listing. AEs will be tabulated according to the 
MedDRA by system organ class, high level terms and preferred terms. Summary tabulations by 
each dose cohort, combination cohorts, pooled cohorts in phase 1 portion, RP2D cohort, and all 
patients will be provided for the following categories: 

 Treatment-emergent AEs

 Drug-related treatment-emergent AEs

 Grade 3 or higher treatment-emergent AEs (also grade 3 only and 4 only will be reported 
separately)

 Grade 3 or higher drug-related treatment-emergent AEs (also grade 3 only and 4 only will 
be reported separately)

 The most commonly reported treatment-emergent AEs (i.e., those events reported by

>= 10% of all patients)

 Serious adverse events related and regardless of relationship
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 Treatment-emergent AEs resulting in study drug reduction

 Treatment-emergent AEs resulting in any study drug discontinuation

Patients with the same AE more than once will have that event counted only once within each 
body system, once within each high level term, and once within each preferred term. Patients 
with the same AE more than once will have the maximum intensity of that event counted once 
within each body system, once within each high level term, and once within each preferred term.

Drug-related treatment-emergent AEs will also be summarized by the National Cancer Institute 
Common Toxicity Criteria (NCI CTCAE) version 4.03 AE [2]. 

Most commonly reported (at least 10% of all patients) treatment-emergent AEs will be presented 
by preferred term only.  Patients with the same AE more than once will have that event counted 
only once within each preferred term.

An overall summary AE table will include numbers and percentages of patients who had any AE, 
drug-related AE, grade 3 or higher AE, grade 3 or higher drug-related AE, serious AE (SAE), 
drug-related SAE, AE resulting in any drug discontinuation, AE resulting in any dose reduction, 
AE resulting in any dose modification (defined as delay, interruption, reduction or
discontinuation), and on-study deaths. On-study death is defined as the death that occurs between 
the first dose of study drug and up to 30 days after the last dose.

Serious Adverse Events

The number and percentage of patients experiencing at least one treatment-emergent SAE will be 
summarized by MedDRA primary system organ class, high level term, and preferred term. Drug-
related SAEs will be summarized similarly.

In addition, a by-patient listing of the SAEs will be presented (the patient listing will contain all 
SAEs regardless of treatment-emergent AE status).

Deaths

A by-patient listing of the on-study deaths will be presented.  On-study death is defined as the 
death that occurs between the first dose of study drug up to 30 days after the last dose of study
drug.

Adverse Events Resulting in Discontinuation of Study Drug

The number and percentage of patients experiencing at least one adverse event resulting in 
discontinuation of any study drug will be summarized by MedDRA system organ class, high 
level term, and preferred term.

A by-patient listing of treatment-emergent AEs resulting in discontinuation of any study drug 
will be presented.  All AEs resulting in discontinuation of any study drug occurring on-study will 
be displayed.
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 Hematology: ANC, hemoglobin, platelets, 

 Serum chemistry: ALT, AST, ALP, creatinine, total bilirubin, calcium, magnesium, 
potassium, sodium, and phosphate.

Summary statistics will also be presented for shift from urinalysis values at study entry.

 Urinalysis: Turbidity and Color, pH, specific gravity, protein, ketones, bilirubin, occult 
blood, nitrite, urobilinogen, glucose, leukocytes, microscopic analysis

Mean laboratory values and box plots over time for key lab parameters will be produced, 
including but not limited to ANC, platelets, and liver function tests (ALT, AST, alkaline 
phosphatase, and total bilirubin).

By-patient listings to be presented include hematology, serum chemistry, urinalysis, urine total 
protein, and urine creatinine.

7.11.3 Vital Signs

The actual values of vital sign parameters including temperature, blood pressure, heart rate, and 
body weight, will be summarized over time by cohort, dose level, and overall.  Change from
baseline will also be presented.  

A by-patient listing will also be presented.

7.11.4 12-Lead ECGs

Descriptive statistics for the actual values and changes from baseline in ECGs will be listed by 
time point and summarized by cohort, dose level, and overall. Standard and triplicate ECGs will 
be summarized separately.

Rate-corrected QT interval (millisec) of electrocardiograph (QTc) interval will be calculated 
using Bazett’s correction and Fridericia’s correction.  The formulas are:

QTc (Bazett) = QT / (RR0.5)

QTc (Fridericia) = QT / (RR0.33)

where RR = 60 / heart rate (bpm)

7.11.5 Other Observations Related to Safety

Eastern Cooperative Oncology Group performance status and shifts from baseline to post-
baseline assessment over time, and ECOG score frequency table over time will be summarized
by cohort, dose level, and overall.  Shifts from baseline to the worst post-baseline score will be 
tabulated by cohort, dose level, and overall. Injection related reaction evaluation and severity 
will be summarized by table using safety analysis set and be listed. Pregnancy testing results will 
be presented in a by-patient listing.

7.12 Interim Analysis

An interim analysis of phase I part may be conducted as needed. 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

es, bilirubin, occult 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

es, bilirubin, occult 

 be produced, 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 be produced, 
, AST, al

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

, AST, al

 chemistry

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 chemistry, urinalysis, urine total 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

, urinalysis, urine total 

 values of vital sign parameters including temperature,

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

 values of vital sign parameters including temperature,
cohort, dose l

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

cohort, dose l

alues and changes from basel

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

alues and changes from basel
and summarized by cohort, dose level, and overall. Standard and triplicate ECGs will 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

and summarized by cohort, dose level, and overall. Standard and triplicate ECGs will 

rrected QT interval (millisec) of electrocardiograph (

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

rrected QT interval (millisec) of electrocardiograph (
using Bazett’s correction and Fridericia’s correction.  The formulas are:

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

using Bazett’s correction and Fridericia’s correction.  The formulas are:

QTc (Bazett) = QT / (RR

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

QTc (Bazett) = QT / (RR

QTc (Fridericia) = QT / (RR

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

QTc (Fridericia) = QT / (RR

where RR = 60 / heart rate (bpm)

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

where RR = 60 / heart rate (bpm)

Other Observations Related to Safety

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

Other Observations Related to Safety

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

Eastern Cooperative Oncology

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

Eastern Cooperative Oncology
baseline assessment over time, and ECOG score frequency

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

baseline assessment over time, and ECOG score frequency
by 

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

by cohort, dose level, and overall

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

cohort, dose level, and overall
tabul

Prop
ert

y o
f T

ak
ed

a: 
For 

no
n-c

om
merc

ial
 us

e o
nly

 an
d s

ub
jec

t to
 th

e a
pp

lica
ble

 Term
s o

f U
se

tabul



TAK-079
Study No. TAK-079-1501 Page 27 of 28
Statistical Analysis Plan 11 January 2021

7.13 Changes in the Statistical Analysis Plan 

{None}
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